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RK MARKS 

Rcconsideralion of this application is rcspecifully requested. 

S I ATI S OF T»F CLAIMS 

Following entry of this Amendment, claims 14 and 19-39 will be pending. Claim 14 has 
been amended. Claims 1-13 and 15-18 are cancelled. Claims 19-39 have been added. 

Support for the new and amended claim is as follows: 

Claim 14: page 14, lines 1-21; page 17, lines 30-36; and page 20, lines 23-36. 
Claims 19-39: page 8, lines 19-30; Figure 2 (SEQ ID NO: 2); and Figure 4 

Vi»i^^Ll.^llw[.llVJt^„llJtlJ^^ \.l\JJliaill Ul 1 U,l ii 1 H^l 1 L rAL^/MVl 1 O " 1^ \ . r\LJl\l\l 1 l3 laillllV). 

The Commissioner is authorized to charge the above-mentioned deposit account the 
required amount for the newly added claims added exceeding 20. 

INFORMALITIES 

Applicants acknow ledge the notice of draftsperson's patent draw ing review (P rO-948) 
attached to the office action. Applicants wish to infonn the Examiner that Applicants spoke with 
Mr. Ponnathapura Achutamurthy to discuss the requirements of 37 C.F.R. 1.85(a) on June 12, 
2003. Mr. Achutamurthy infonned the Applicants that pursuant to this rule the corrected 
drawings could be submitted following a notice of allow ance. 

REJECTION lfNI)FR35 U.S.C. ^101 

Claims 5 and 6 stand rejected under 35 r.S.(\ ^101 on the basis that the claimed 
in\ention is directed to non-slatutor\' subject matter. Claims 5 and 6 are cancelled. 
Reconsideratioii of the re)ection is respeclfu!l\ requested m \'ie\\ of the neu l\- added claims 19- 
39. 

Ihe I:\aminer states that ~'|\\ |hcre claun 5 describes a pol\ peptide encoded b> the isolated 
polynucleenide molecule ol^ clami 1 it fails to distinguish a claimetl fM-oduct from a nali\e 




7 

ADAM rS-E occurring naturalK' in human cells and claim 6 docs not impro\ c the description of 
claim 5." The Fxamincr tltrther states that "should the specification pro\ ide support for description 
of an 'isolated' or ol" a 'purified" poI\ peptide, amending claim 5 with either term to describe a 
poly peptide remo\ ed from Nature \s ill o\ ercome this aspect of the rejection." 

In response lo this rejection Applicants ha\e added new claim 19 which recites that the 
polypeptide is "isolated" and Applicants assert that this claim as currently presented fully addresses 
this rejection. Applicants respectfully refer the Examiner to page 14, lines 1-21, page 17, lines 30- 
36, and page 20, lines 23-36 for support regarding the isolation of this protein. The claim as now- 
presented is drawn to the isolated polypeptide and is therefore statutory subject matter because it is 
a purified pol>peptidc not found in nature. 

In view of these arguments. Applicants request that the rejection of claims 5 and 6 under 
35 U.S.C. §101 be withdrawn. 

Claims 5, 6 and 14 stand rejected under 35 U.S.C. §101 on the basis that the claimed 
invention lack patentable utility. Reconsideration of the rejection is respectfully requested. The 
Examiner states that "[WJhilc the specification proposes potential diagnostic, prognostic, 
treatment, and screening uses, both /// vitro and /// vivo, for a native ADAMTS-E-which uses 
may be substantial if they were specific and demonstraled-lhe specification fails to identify a 
specific and substantial utility for the elected subject matter of claims 5, 6 and 14 at the time the 
application was filed." 

Applicants respectfully refer the Examiner to the Revised USPTO Utility Examination 
Guidelines regarding imputed utility.' The Guidelines state that "when a class of proteins is 
defined such that the members share a specific, substantial, and credible utililx', the reasonable 
assignment of a new protein to the class of su fTicientl\- conser\ cd proteins would impute the 
same specific, substantial, and credible utiht\- the assigned protein." ! he poKpeptide of^ the 
present invention is a member of the family of proteins known as ADAM'fS proteins. ADAMTS 
proteins exhibit characteristics of the well-characterized ADAM family of mctalloproteascs. 
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Members of tliis family of proteins ha\ e the ability to degrade aggrecan, a high molecular weight 
proteoglycan which prov ides cartilage with important mechanical properties and which is lost 
during the de\elopment of arthriiis. Applicants respectfulK' refer the Itxaniiner to f igure 4 
illustrating tlie metalloproleinase domain alignment of ADAMTS-Fi to other members of the 
ADAMTS family as support for imputing utility to the protein of the present invention based on 
activity of members of the ADAMTS family. Applicants further refer the Examiner lo page 1, 
lines 17-37 and page 2 lines 1-21 for a disclosure of other ADAMTS activities such as 
brevicanasc activity and antiangiogcnic activity which have been identified as having important 
roles in human disease. Applicants further refer the Examiner to page 21, lines 17-33 for a 
detailed disclosure of well-known assays for identifying activities of the poly[:)eptide of the 
present mvention. Applicants assert that a person ol" skill in the art would find readily apparent 
these activities and would be able without undue experimentation to assay for these activities 
using techniques known in the art. 

Applicants further refer the Examiner lo the Revised USPTO Utility Examination 
Guidelines'^ regarding homology based assertions of utility and wish to remind the Examiner that 
the proposed rule rejecting homology based assertions of utility w as not adopted. The Guidelines 
state that an Examiner "'must accept a utility asserted by an applicant unless the Office has 
evidence or sound scientific reasoning to rebut the assertion... when a patent application claiming 
a nucleic acid asserts a specific, substantial, and credible utility, and bases the assertion upon 
homology to existing nucleic acids or proteins having an accepted utility, the asserted utility 
must be accepted by the examiner... . A rigorous correlation need not be shown in order to 
establish practical uiiHt> : reasonable correlation is sufficient."' 'fhe pol>peplide of the prescnl 
imenlion shares 31-59**,, idcntit\' in the metalloprolcase dt>main as compared to other ADAM'fS 
tamih' members t\irther supp(M-ting Applicant's statement of utilit)'. 



I )L'pai tmcnt ol ( omnicide. I SP I C ) I tiliiv 1 xaininalion ( niidclincs, I)cccnibi.'i 2'-). ^DOO. 
' I"iiiik:i\K;i \ \\\ittaiKisin. ^)"^ 1- .^J 1^.-=:'). ilcd. Cir 
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In view of these argunients, Applicanls request that the rejection of cUiinis 5, 6, and 14 
under 35 l'.S.C\ ^JlOl be withdrawn. 

RF.IFC HON IM)KR35 l .S.C. ^112, FIRST PARAGRAPH 

Ckiims 5, 6 and 14 stand rejected under 35 IJ.S.C. §112. first paragraph for lack of 
enablement. The primary basis for the rejection appears to be that the claimed invention of 
claims 5, 6, and 14 is not supported by either a specific asserted utility or a well established 
utility and one skilled in the art would not know^ how to use the claimed invention. 

In view of the arguments presented above with respect to utility. Applicants respectfully 
assert that this is no longer a valid rejection and request withdrawal of the rejection of claims 5, 6 
and 14 under 35 U.S.C. ^112. first paragraph for lack of enablement 

The Examiner has also rejected claims 5, 6, and 14 as lacking written description. New 
claims 19-39 have been added so that, it is submitted, they encompass a narrow scope of subject 
mater that is easily envisioned by one skilled in this art. The scope of claims is such, it is 
submitted, that the functional characteristics of the invention are supported by Applicanls" 
disclosure of the sequences shown, and activities of the particular domains described. Therefore, 
withdrawal of the rejection on this basis is respectfully requested. 

The Examiner has further rejected claims 5, <>, and 14 because "the specification is not 
enablmg for any embodiment of human protease ha\ ing an amino acid sequence that diverges 
from the amino acid sequence of SEQ ID NO: 2 by amino acid substitutions, deletions and 
insertions, or combinations thereof at as many as 60% of the amino acid positions of any of SEQ 
ID NO: 2.'^ 

l\^ response to this rejection, new cUnms l^)-39 ha\e been added winch. Applicants 
helie\e address the bases of the l-.\aminer"s rejection. Speeifieall\ . the newK added claims 
encompass a narrow scope of subject mater. One skilled in the art w ould, it is submitted, readily 
be able to create and use the \ariants within the relati\ely narrow range encompassed. 
Applicants assert that the claims as now presented are sufficiently enabling to allow one of skill 
in the art to practice the iin ention as claimed w ithout undue experimentation. 
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In \ icw of the new ly added claims, the amendment of claim 14, and comments abo\ e, 
withdrawal of the rejection of claims 5. 6. and 14 under 35 I'.S.C. sjl 12, first paragraph for lack 
otVnablement is respectfully requested. 

REJECTION S I NDER 35 U.S.C. HlOlU) 

Claims 5, 6 and 14 stand rejected under 35 U.S.C. § 102(e) as anticipated by Apte et ah, 
U. S. Patent No. 6,391 ,61 0 (hereinafter the "610 patent). 

This rejection is based on the disclosed amino acid sequence of the human ADAMTS-IO 
zinc mctalloproteasc, which shares 88'/n identity with the amino acid sequence of the human 
ADAMTS-E polypeptide depicted in SEQ IE) NO: 2, and the disclosed nucleic acid sequence 
whirti is <-)3% identical to SEQ ID NO; 1 of the pre^cui invention. Vnc "6iO patent further 
discloses the use of ADAMTS polypeptides in assays to identify compounds capable of 
inhibiting ADAMTS polypeptide activity. 

In response to this rejection. Applicants have cancelled claims 5 and 6 and added claims 
19-39. These new claims narrow' the breadth of the subject matter being claimed and Applicants 
assert the claims are patentably distinct over the prior art. Specifically, language relating to 
percentage identity of the amino acid sequence of the individual domains to the disclosed amino 
acid sequence of SEQ ID NO: 2 was added. Applicants respectfully remind the Examiner that in 
the Office Action he states that narrowing the scope of the claims would "permit allowance of 
claims to such discrete subject matters." Applicants assert that the new^ claims encompass a 
narrow scope of subject mater and respectfully request withdrawal of the rejection of claims 5, 6, 
and 14 as anticipated b\ the '610 patent. 

CMauns 5, 6 and 14 stand rejecled under 35 I '.S.C. ^l()2{e) as anlicipaled b\ i leller et a!.. 
publislied r.S. patent .Application No. 2002 01()73(>1 ( hereinafter "I leller" ). 

1 Ins rejection is baseel on the disclosure of the amino acid sequences of se\ eral human 
zinc metalloproteases related to the ADAMTS family which share 72.3**o identity w ith the amino 
acid sequence of the present im ention. 





In respoFisc to this rejection. Applicants assert that claims 5, 6, and 14 arc entitled to a 
liling date of April 26, 2000. As Examiner points out m the office action, the Heller application 
\sas filed after Appheant\s April 26, 2()()() liling date for the provisional application for which 
priority is claimed. 

Withdrawal of the rejection of claims 5, 6, and 14 as anticipated by Heller et al. is 
respectfully requested. 

CONCLUSION 

This application is submitted to now be in condition for allowance. Issuance of a notice 
to that effect is respectfully requested. 
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